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Estradiol valerate + cyproterone acetate
Sugar-coated tablets

Composition :
Each white sugar-coated tablet contains: Micronized estradiol valerate 2 mg.
Each pink sugar-coated tablet contains: Micronized estradiol valerate 2 mg and Micronized cyproterone acetate 1 mg.
Excepients: Lactose, corn starch, povidone, magnesium stearate.
Coating excipients: Sucrose, calcium carbonate, macrogol 6000, talc, povidone, titanium dioxide, glycerol, wax, red and yellow
iron oxide pigment (for pink tablets).
Pharmacotherapeutic group: anti-androgens and oestrogens.
Indications:
This product is a hormone replacement therapy (HRT). It contains two types of female hormones, an oestrogen (micronized
estradiol valerate) and a progestin (micronized cyproterone acetate).
It is used to:
Relieve post-menopausal symptoms
During the menopause, the quantity of oestrogen produced by the femal body decrease. In some women, this decrease translates
into symptoms such as a sensation of heat on the face, neck and chest (hot flushes). This product relieves these
post-menopausal symptoms.
This product will be prescribed for you only if your symptoms seriously interfere with your day-to-day life.
Prevent osteoporosis:
After the menopause, some women may develop fragile bones (osteoporosis). Your doctor will explain the options available to
you.
If you are at increased risk of fractures as a result of osteoporosis, and other medicines do not suit you, you may use This product
to prevent osteoporosis after the menopause.
Only limited data are available as regards treatment in women aged 65 and over.
Contraindications:
If any of the following situations apply to you, or if you have any questions on the following, talk to your doctor about them before
taking This product.
Do not take this product:
«If you have or have had a blood clot in a vein (thrombosis), such as in the legs (deep vein thrombosis) or lungs (pulmonary
embolism).
«If you have or have recently had an illness caused by a blood clot in the arteries, such as a heart attack, a stroke or angina.
«If you have a blood clotting disorder (such as protein C, protein S or antithrombin deficiency).
«If you have or have had breast cancer or if it is suspected that you may have breast cancer.
«If you have oestrogen-sensitive cancer, such as cancer of the wall of the womb (endometrium), or if it is suspectes that you may
have oestrogen-sensitive cancer.
«If you have an untreated overgrowth of the wall of the womb (endometrial hyperplasia).
«If you have unexplained vaginal bleeding.
«If you have or have had liver disease, and your liver function tests have not returned to normal.
«If you have a rare hereditary blood disease called porphyria.
+High triglycerides in the blood
«If you are allergic to estradiol valerate, cyproterone acetate or any of the other ingredients of this medicine (listed in excepients
section).
If any of these disorders appears for the first time during treatment with this product, stop the treatment and consult your doctor
immediately.
Warnings and precautions:
If you have been told by your doctor that you have an intolerance to some sugars, contact your doctor before taking this medicinal
product.
Medical history and regular examinations:
There is risk associated with taking HRT which must be taken into consideration when you decide to start this treatment or
continue taking it.
Experience in women with early menopause (related to ovarian insufficiency or surgery) is limited. If you have early menopause,
the risks associated with using-HRT may be different. Talk to your doctor about them. Before starting (or restarting) HRT, your
doctor will question you about your personal and family medical history. Your doctor may decide to carry out a physical
examination, which may include an examination of your breast and/or a gynecological examination if necessary.
Once you start taking This product, consult your doctor for regular examinations (at least once a year). During these examinations,
your doctor may discuss with you the benefits and risk associated with continuing This product treatment.
Have a regular mammogram as advised by your doctor.
Talk to your doctor or pharmacist before taking This product.
Treatment should be initiated only if the symptoms are affecting your quality of life. A medical examination needs to be conducted
before starting treatment, as well as periodically during treatment. In order to determine whether or not your treatment should be
continued, at regular intervals (at least once per year) your doctor will discuss with you the benefits and risk associated with
hormone replacement therapy.
Your doctor will perform regular clinical breast examinations, particularly if you have a history of breast cancer in your family, or if
you have breast cysts or nodules. Your doctor may also ask you to have medical imaging examinations, such as a mammogram.
Contact you doctor if you notice changes in your breasts during treatment.
Women on hormone replacement therapy have an increased risk of developing thromboembolic disease, cancer of the breast or
uterus, cardio vascular accident or cerebro-vascular stroke.
Inform your doctor before starting treatment if you have ever had any of the following signs as they may return or get worse during
This product treatment.
Menopause therapy is not contraindicated for the following condition, but does require special monitoring:
«If you have high blood pressure.
«If you have risk factors for developing blood clots (see effect of HRT on the heart and circulation).
«If you have an increased risk of developing breast cancer (for example, if your mother, grandmother or sister has had breast
cancer), and any other oestrogen-dependent cancer.
«If you have diabetes with or without vascular disease.
«If you have endometriosis (a condition characterized by the presence of tissue that normally lines the womb outside the womb).
«If you have a fibroid in your womb.
«If you have a history of thickening of the lining of the womb (endometrial hyperplasia).
«If you have liver problems. In rare cases, non-cancerous liver tumours, and more rarely still, cancerous liver tumours have been
observed after use of hormonal substances such as those contained in HRT.
«If you have gallstones.
«If you have fluid retention as a result of heart or kidney problem.
«If you have epilepsy, migraines or severe headaches.
«If you have asthma.
«If you have an immune system disorder that can affect several parts of the body (disseminated lupus erythematosus, DLE).
«If you have a very high level of certain fats in the blood (triglycerides).
If you have ostosclerosis (an ear condition that causes hearing loss).
op taking his prod and inform yo doctor immediate if a
«Jaundice (of the eyes and skin) or abnormal liver function values.
«Significant increase in blood pressure (the symptoms may include headache, fatigue or vertigo).
*Development of migraine-like headache for the first time.
*Occurrence of possible symptoms of a blood clot such as:
o Unusual leg pain, redness of the limbs.
o Chest pain, irregular pulse, sudden shortness of breath.
+Other symptoms such as: loss of consciousness, confusion, unusual severe headaches, impaired vision, slowed speech or voice
loss.
*Pregnancy.
N.B.: This product is not a contraceptive. Ifit is less than one year since your last period, or if you are under 50 years old. You may
need additional contraception to prevent pregnancy. Ask your doctor for advice.
HRT and cancer:
Excessive growth of the lining of the womb (endometrial hyperplasia) and cancer of the lining of the womb (endometrial cancer).
Taking oestrogen-only HRT for a long time may increase the risk of endometrial hyperplasia and endometrial cancer.
Taking a progestin in combination with the oestrogen, as in This product, reduces this additional risk.
Comparison:
Of women who still have their womb and do not take HRT, on average 5 out of 1,000 will be diagnosed with endometrial cancer
between the ages of 50 and 65.
Of 50-65 year old women who still have their uterus and take oestrogen-only HRT, the number of additional cases of endometrial
cancer may vary from 5 to 55 out of 1,000 users according to the dose and duration of treatment.
Unexpected bleeding:
You will have bleeding once a month (called a “withdrawal bleed”) while taking This product. however, unexpected irregular
bleeding or drops of blood (spotting) may occur in the first few months of This product use. If this bleeding persists for more than
six months, or it occurs after six month of use, or continues after you stop treatment, your doctor must investigate the cause.
Consult your doctor as soon as possible.
Breast cancer:
The data suggest that taking oestrogen-only HRT, or oestroges-based HRT in combination with a progestin (combined HRT),
increase the risk of breast cancer: this additional risk is dependent on the length of time it is taken. This additional risk becomes
evident after approximately 3 years. However it returns to normal within a few years (maximum 5 years) after stopping HRT.
Chek your breasts regularly. Consult your doctor if you notice any changes such as:
*Dimpling of the skin
+Changes in the nipple
*Any lumps that you can see or feel
You are also advised to take part in mammogram screening programmes when these are offered. when having mammogram
screening, it is important to tell the nurse or healthcare professional performing the X-ray examination that you are taking HRT, as
this medicine may increase the density of the breast tissue, and hence affect the mammogram resuit. If the density of the breast
is increased, the mammogram may not detect all abnormalities.
Your doctor will tell you how often you should have this examination.
Ovarian cancer:
Ovarian cancer is rare. A slightly increased risk of ovarian cancer has been reported in women taking HRT for at least 5 to 10
years.
Of women aged between 50 and 69 years old who do not take HRT, 2 out of 1,000 women on average will be diagnosed with
ovarian cancer after 5 years. In women using HRT for 5 years. There will be between 2 and 3 cases in 1,000 users (i.e. up to 1
additional case).
f HRT on the h nd circul
Blood clots in a vein (venous thrombosis):
The risk of blood clots in the veins is approximately 1.3 to 3 greater in users of HRT compared with non-users, especially during
the first year of treatment.
These blood clots may be serious if one them migrates to the lungs :this may cause chest pain, sudden shortness of breath,
collapse, and sometimes even death.

The risk of having a blood clot increase as you age, and if any of the following situations apply to you. Tell your doctor if any of
the following apply to you:

«If one of your close relatives or anyone in your family as ever had a blood clot in the leg, the lung or another organ.

«If you are severely overweight (BMI> 30 Kg/m2).

«If you have a serious illness that affects the skin in particular (disseminated lupus erythematosus).

«If you have blood clotting problems that require long-term treatment with a medicine used to prevent blood clots.

«If you need to be confined to bed or immobilized for a long time because of surgery, a wound or iliness .

«If you have cancer.

Stop taking This product and contact your doctor immediately if you notice possible symptoms of a developing blood clot, such

as

Painful swelling of one of your legs

*Sudden severe chest pain

+Breathing difficulties

Heart disease (heart attack):

There is no evidence to suggest that HRT helps to prevent heart attacks.

The risk of developing heart disease is strongly age-dependent women over 60 years who take oestrogen/progestin HRT have a
slightly increased risk of developing heart disease compared with those who do not take HRT.

Contact your doctor immediately and stop taking HRT if you have chest pain which spreads into the arm or the neck. This pain
may be a sign of heart disease.

Stoke:

The risk of having a stroke is approximately 1.5 times greater in HRT users compared with non-users.

The number of additional cases of stoke related to HRT use increase with age.

Other ilinesses:

+Oestrogens may cause fluid retention and, as a result, your doctor may examine you carefully if you have heart or kidney
problems.

*Women with a moderately raised triglyceride level in the blood must be monitored. This triglyceride level may increased on HRT
and expose women to a risk of acute pancreatitis.

*HRT does not prevent memory loss. However, the risk of memory loss may be higher in women who start using HRT after 65
years of age. Ask your doctor for advice.

*Medicines containing oestrogens may induce or worsen symptoms of angioedema in the case of hereditary angioedema.
Consult your doctor immediately if any of the following symptoms of angioedema develop: swelling of the face, tongue and/or
throat and/or difficulty swallowing, or hives associated with breathing problems.

«Contact your doctor if, despite treatment, oestrogen deficiency symptoms associated with menopause continue to persist.
«Consult your doctor if you experience profuse bleeding.

*This medicine contains lactose and sucrose. Patients with galactose and fructose intolerance, the lapp lactose deficiency,
glucose-galactose malabsorption or sucrase-isomaltase insufficiency (rare hereditary problems) should not take this medicine.
Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them. Women who use HRT are at slightly
increased risk of developing the following illnesses compared to women who do not use it:

*Breast cancer

*Excessive growth of the lining of the womb (endometrial hyperplasia), or cancer of the lining of the womb (endomaterial cancers)
*Ovrian cancer

*Blood clots in the veins of the legs or the lungs (venous thromboembolism).

Heart disease.

«Stroke.

*Probable memory loss if HRT is started after 65 years of age.

Medicines that contain oestrogens may induce or aggravate symptoms of angioedema in the case of hereditary angioedema.
The following side effects were reported following administration of oestrogen/progestin treatments (class effects):

«Gallbladder problems

«Skin and subcutaneous tissue disorders:

-Discolouration of the skin in certain places such as the face or neck (called chloasma or pregnancy mask).

-ltching with redness or sores (erythema multiforme)

-Painful red nodules (erythema nodosum).

The following side effects have been observed in users of HRT although no link to This product has been confirmed or rejected.
These side effects originate from spontaneous reporting and their frequency cannot be defined (post marketing experience).
*Hypersensitivity reaction (allergy).

*Weight gain or weight loss.

*Depressive mood, anxiety, change in libido/decrease or increase).

*Headaches, dizziness, migraine.

«Visual disorders, contact lens intolerance

+Palpitations (feeling the heart beating).

~Abdominal pain, nausea, dyspepsia (digestion problems), flatulence, vomiting.

*Rash, pruritis (itching), erythema nodosum (painful red nodules on the skin), urticaria, hirsutism (hairs on the skin), acne.
*Muscle cramps.

*Bleeding from the womb/vagina, including irregular small bleeds (which usually disappear as treatment continues), pain/tension
in the breasts, increase in breast volume, painful menstruation, vaginal discharge (leucorrhoea), premenstrual syndrome.
+Oedema, fatigue.

Drug interactions:

Tell your doctor or pharmacist if you are taking, have recently taken or might take any other medicines.

Certain medicines may interfere with the effects of this product. this interference may cause irregular bleeding. This concerns the
following medicines:

*Medicines used in the treatment of epilepsy (for example barbiturates, phenytoin, primidone, carbamazepine and also potentially
oxcarbazepine, topiramate and felbamate).

*Medicines used in the treatment of tuberculosis (for example rifampicin and rifabutin).

*Medicines used in the treatment of HIV and hepatitis C virus infections (called protease inhibitors and reverse transcriptase
non-nucleoside inhibitors, for example nevirapine, efavirenze, ritonavir and nelfinavir).

<Herbal preparations containing ST.John,s wort (hypericum perforatum).

*Medicines used to treat fungal infections (for example griseofulvin, fluconazole, itraconazole, ketoconazole and voriconazole).
*Medicines used to treat bacterial infections (for example clarithromycin and erythromycin).

*Medicines used to treat certain heart disease or aterial hypertension (for example verapamil, diltiazem).

Grapefruit juice.

Laboratory analyses:

if you have to provide a blood sample, tell your doctor or the personnel in the laboratory analysing the sample that you are taking
This product as this medicine may alter the results of some analyses.

Pregnancy and breast-feeding:

This product is indicated only for menopausal women and is not indicated for use during pregnancy or breast-feeding.

If while taking this medication you find out that you are pregnant, you must stop the treatment and contact your doctor.
Accidental exposure to this medication in the course of pregnancy does not constitute grounds for terminating a pregnancy.

Ask your doctor or your pharmacist for advice before taking any medicine.

Dosage and administration:

This treatment consists of 1 tablet per day for 21 days. To be taken without interruption in the following order:

*Take 1 white tablet each day for 11 days, then 1 pink tablet each day for the next 10 days.

*Then stop taking the tablets for 7 days.

You can start the treatment on any day you wish. However, if you are changing over from a sequential hormone replacement
therapy to This product, it is recommended that you start your treatment after bleeding has stopped, that is to say the day you
would have started a new treatment cycle of your sequential hormone therapy.

You may experience menstrual-like bleeding during the break in taking pills. This bleeding is normal and slight in nature.

If heavy or irregular bleeding occurs, consult your doctor.

1st day:

Start the blister pack by taking the white tablet from the (start) compartment.

Following days:

take the subsequent tablets in the order indicated by the arrows.

Next blister packs:

After a break of 7 days, you will start your next blister pack regardless of the actual date of any possible menstruation. For
example, if you started your first blister pack on a Monday, you should also start subsequent blister packs on a Monday, even if
you are still menstruating.

In all cases, you should strictly follow the schedule prescribed by your doctor.

If you have the impression that the effect of This product is too strong or too weak, talk to your doctor or pharmacist.

If you have to undergo surgery:

If you have to undergo surgery, tell your surgeon that you are taking This product. it may be necessary to stop treatment
approximately 4 to 6 weeks before the operation in order to reduce the risk of blood clots. Ask your doctor when you can restart
This product.

Special populations:

a)Children and adolescents:

This product is not indicated in children and adolescents.

b)The elderly:

For women more than 65 years of age, see section warning and precausion before you take This product coated tablet.
c)Patients with impaired liver function:

This product has not been specifically studied in patients with impaired liver function. This product is contraindicated in women
with severe liver disease.

d)Patients with impaired kidney function:

This product has not been specifically studied in patients with impaired kidney function.

Forget the dose:

If you realise that you forgot to take a tablet within 12 hours of the usual time, you then immediately take the missed tablet and
continue the treatment as planned, which means that you should take the next tablet at the usual time.

Never take a double dose to compensate for a missed dose.

Irregular bleeding may occur if you forget to take the tablet for several days in a row.

Consult with your doctor if you are not sure what to do.

If you stop taking This product:

After cessation of treatment, Oestrogen deficiency symptoms associated with menopause may reappear.

In any case, you should always strictly follow your doctor,s prescribed regimen.

Overdose:

Overdose can cause nausea, vomiting and irregular bleeding. No specific treatment is necessary but you should consult your
doctor if you are worried.

Package: One PVC-Alu blister contains 21 sugar-coated tablets (11 white tablets+10 pink tablets) packed in a cardboard box.
Storage conditions: Store below 30° C.

THIS IS A MEDICAMENT

- Amedicament is a product but unlike any other products

- Amedicament is a product which affects your health, and its consumption contrary to
instructions s dangerous for you.

- Follow strictly the doctor's prescription, the method of use and the instructions of the.
pharmacist who sold the medicament.” The doctor and the pharmacist are experts in
medicine, its benefits and risks.

- Do ot by yourself interrupt the period of treatment prescribed for you.

- Do not repeat the same prescription without consulting your doctor.

KEEP MEDICAMENTS OUT OF REACH OF CHILDREN
(Coundil of Arab Health Ministers) (Arab Pharmacists Association)
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